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CHEMISTRY REVIEW(S) 
 
 
 
 



 

 

Office of Lifecycle Drug Products 

Division of Post-Marketing Activities I  

Review of Chemistry, Manufacturing, and Controls 

 

1. NDA Supplement Number: NDA 022544 /S-27  

  

2. Submission(s) Being Reviewed:  

Submission  Type 
Submission 

Date 

CDER 

Stamp Date 

Assigned 

Date 

PDUFA  

Goal Date 

Review 

Date 

Original 
CBE-30 

 3/18/2021 3/18/2021 
3/24/2021 9/18/2021 9/2/2021 

Amendment IR  4/5/2021 4/5/2021 

 

3.  Provides For: Addition of , as an 

alternate drug product manufacturing facility for Gralise (gabapentin) Tablets, 300 mg and 600 

mg. 

       

4. Review: 1 

 

5.   Clinical Review Division: Division of Anesthesiology, Addiction Medicine, and Pain 

Medicine 
 

6. Name and Address of Applicant:   

 Name: Golf Acquiror LLC 

Address:  44 Whippany Road 

Suite 300 

Morristown, NJ 07960 

Attn:  Ayse Baker, Vice-President  

Tel: 1-973-452-4874 

Fax: 973-796-3430 

Email: ayse.baker@almatica.com 

 

7. Drug Product:  

Drug Name 
Dosage 

Form 
Strength 

Route of 

Administration 

Rx or 

OTC 

Special 

Product 

Orphan  

Number 

GRALISE
® 

(gabapentin) 

tablets, for oral use 
Tablet 

300 mg and 

600 mg 
Oral Rx No  06-2365 

 

8. Chemical Name and Structure of Drug Substance: 

 

USAN: Gabapentin 

Chemical name: (1) Cyclohexaneacetic acid, 1-(aminomethyl)-; (2) 1-

(Aminomethyl)cyclohexaneacetic acid. 

Molecular formula: C9H17NO2  

MW: 171.24 G/Mole 

 

9.   Indication:  Anticonvulsant. Indicated for the management of Postherpetic Neuralgia (PHN). 

 

(b) (4)
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GRALISE
® 

(gabapentin) tablets, for oral use 

 

10. Supporting/Relating Documents: Drug Product Review for NDA 022544 /S-21 submitted 

by Ping Jiang-Baucom, Ph.D., on 9/5/2013. Approved. 

 

11. Consults:  

Consults Recommendation Date Reviewer 

OPMA/Facility Compliant- Approval 04/19/2021 Yong Wu 

Biopharmaceutics Recommended for Approval 8/27/2021 Kalpana S. Paudel, Ph.D.                                 

 

12. Executive Summary: Managed by OPQ. 
 

In this supplement, the applicant proposes the addition of  

as an alternate drug product manufacturing facility for Gralise (gabapentin) Tablets, 300 mg 

and 600 mg. The applicant refers to NDA 022544 /S-21 approved on 9/5/2013, for the 

addition of alternate manufacturing site  for Gralise 300 and 600 

mg tablets per an approved comparability protocol. 

 

The applicant provides adequate information to support the drug product manufacture at the 

proposed  manufacture. Moreover, the OPM and Biopharmaceutic reviewers recommend 

the approval of this supplement. Refer to section 11 for the relevant disciplines supporting 

this supplemental NDA. 

 

13. Conclusions & Recommendations: 

This supplement is recommended for approval from CMC standpoint, based on the review 

from biopharmaceutics and OPMA. 

 

14. Comments/Deficiencies to be Conveyed to Applicant: None 
 

15. Primary Reviewer:  

Daneli López Pérez, Ph.D., CMC reviewer, Branch 3, Division of Post-Marketing Activities 

I, Office of Lifecycle Drug Products, Office of Pharmaceutical Quality (OPQ). 

 

16. Secondary Reviewer:  

Gurpreet Gill-Sangha, Branch Chief, Branch 3, Division of Post-Marketing Activities I, 

Office of Lifecycle Drug Products, OPQ.

(b) (4)

(b) (4)

(b) (4)
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GRALISE
® 

(gabapentin) tablets, for oral use 

 

CMC ASSESSMENT 

I BACKGROUND INFORMATION 
GRALISE is indicated for the management of Postherpetic Neuralgia (PHN). GRALISE 

contains gabapentin as the drug substance. Currently, the drug substance, gabapentin USP is 

manufactured and released by  

 as per specifications approved in the application. The manufacture of Gralise 

(gabapentin) Tablets, 300 mg and 600 mg drug product is currently approved at  

, a part of . 

 

II PROPOSED CHANGES 
In this supplement, the applicant proposes the addition of ) 

as an alternate drug product manufacturing facility for Gralise (gabapentin) Tablets, 300 mg 

and 600 mg. The applicant refers to NDA 022544 /S-21 approved on 9/5/2013, for the 

addition of alternate manufacturing site  for Gralise 300 and 600 

mg tablets per an approved comparability protocol. 

 

III DATA SUBMITTED TO SUPPORT THE PROPOSED CHANGES 
 

MODULE 2 

1. COMPARATIVE DISSOLUTION REPORT (2.7.1) 

 Reviewer Evaluation: Acceptable   

The applicant provides a comparative in-vitro dissolution of the drug product manufactured 

at the proposed   

 

The Biopharmaceutical Reviewer evaluated the data provided in the section and stated: “The 

site change is considered a Level 3 change per the SUPAC-IR guidance, which requires multi-

point comparative dissolution testing to support the change. The comparative dissolution data 

submitted from one batch of each strength manufactured at the current  site and one 

batch of each strength manufactured at the alternate  site showed similarity factor (f2) more 

than  for 300 mg and  for 600 mg strength). In addition, the submitted batch analysis 

data for all the primary registration and process performance qualification (PPQ) batches of 

both strengths (three batches per strength) manufactured at the alternate site meet the approved 

dissolution acceptance criteria. Thus, the dissolution profiles of the proposed drug product 

manufactured at the new ) facility and the current  

facility are deemed similar.”  

 

The Biopharmaceutical Reviewer recommends the approval of this supplement. Refer to the 

Biopharmaceutics Review submitted by Kalpana S. Paudel, Ph.D., 8/27/2021 in Panorama.                             

 

MODULE 3 - QUALITY 

2. DRUG SUBSTANCE (3.2.S)-GABAPENTIN 

A. Manufacture 3.2.S.4  

 Reviewer Evaluation: Acceptable   

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4) (b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4) (b) (4)
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GRALISE
® 

(gabapentin) tablets, for oral use 

 

The applicant states the drug product manufacturer,  

will conduct testing of drug substance in accordance with approved specifications for the 

drug substance. No change to supplier specifications is reported in the supplemental NDA.  

 

B. Control of Drug Substance 3.2.S.4 

B(i) Specifications (3.2.S.4.1) 

Current approved drug substance, Gabapentin specifications from approved  supplier. 

 

Proposed drug substance, Gabapentin specifications performed at proposed facility. 

5 

  

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)
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Gurpreet
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BIOPHARMACEUTICS REVIEW 

Office of New Drug Products 

Application No.:  NDA 022544/S-27 Reviewer:   

Kalpana S. Paudel, Ph.D. Submission Date: 03/18/2021 

Division: DAAP 
Acting Team Lead  

Haritha Mandula, Ph.D. 

Applicant: Golf Acquiror LLC 
Acting Supervisor:  

Okpo Eradiri, Ph.D. 

Trade Name:  Gralise® 
Date 

Assigned: 
03/31//2021 

Established Name:  
Gabapentin Tablets, 300 mg 

and 600 mg 

Date of 

Review:  
08/05/2021 

Indication:  
Management of postherpetic 

neuralgia 

Type of Submission:   

CBE-30  

 

Formulation/ 

strengths 
Tablets/300 mg and 600 mg 

Route of 

Administration 
Oral 

Type of Review: Comparative dissolution data to qualify for the addition of 

 as an Alternate Drug 

Product Manufacturer  

 

SUMMARY: 

 

Background: Gabapentin (Gralise) tablets were approved by the FDA for the 

management of Postherpetic Neuralgia under NDA 22544 on January 2011.  

Gralise Tablets (300 and 600 mg) were approved as an immediate release formulation, 

 

 

 

 

 is the currently approved manufacturing site for gabapentin 

tablets, 300 mg and 600 mg. On 03/18/2021, the Applicant submitted a CBE-30 

supplement for the addition of an alternate site,  

, for manufacturing of the gabapentin tablets. The site change is considered a 

Level 3 change per the SUPAC-IR guidance, which requires multi-point comparative 

dissolution testing to support the change.  

 

Submission: The Applicant submitted the results of comparative multi-point dissolution 

testing to demonstrate similarity of the drug product manufactured at the approved 

 site and the proposed alternate  site.  
 

Review: The Biopharmaceutics review is focused on the evaluation and acceptability of 

  

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)



 2 

the dissolution data to support the approval of the alternate manufacturing site.  

 

The comparative dissolution data submitted from one batch of each strength 

manufactured at the current  site and one batch of each strength manufactured at 

the alternate  site showed similarity factor (f2) more than  for 300 mg and

for 600 mg strength). In addition, the submitted batch analysis data for all the primary 

registration and process performance qualification (PPQ) batches of both strengths (three 

batches per strength) manufactured at the alternate site meet the approved dissolution 

acceptance criteria. Thus, the dissolution profiles of the proposed drug product 

manufactured at the new  facility and the current  

 facility are deemed similar. 

 

RECOMMENDATION:  

From the Biopharmaceutics perspective, NDA 022544/S-27 to support an alternative 

manufacturing site is recommended for approval. 

 

Signature                                                       Signature  

  

 

Kalpana S. Paudel, Ph.D.                                Haritha Mandula, Ph.D. 

Biopharmaceutics Reviewer                           Biopharmaceutics Quality Assessment Lead  

Office of New Drug Products                         Office of New Drug Products 

 

cc. OEradiri; PSeo. 

 

 

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)
(b) (4)
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BIOPHARMACEUTICS ASSESSMENT 
 

The Applicant submitted this CBE-30 supplement for the addition of an alternate site, 

 for manufacturing of gabapentin tablets. The Applicant noted that in 

2013, Depomed (the then NDA holder)  

 

. This supplement is 

submitted to  as an alternate manufacturing facility for Gralise (gabapentin) 

Tablets, 300 mg and 600 mg.  facility is the currently approved 

manufacturing site. This site change is considered a Level 3 site change per the SUPAC 

IR guidance, and the applicant has provided multi-point comparative dissolution data to 

support this change.  

 

Approved dissolution method and acceptance criteria 

 

The following dissolution method and acceptance criteria are the currently approved 

method for gabapentin tablets, 300 mg and 600 mg: 

 

USP Apparatus 1 (basket), 100 rpm, 900 ml of pH 1.2 Buffer, modified Simulated 

Gastric Fluid without pepsin, at 37oC 

 

1 hour: 

4 hours

8 hours

12 hours:

 

Comparative Dissolution Assessment: 

The Applicant submitted comparative in vitro dissolution data from one batch of each 

strength manufactured at the current manufacturing site ( ) and one 

batch of each strength manufactured at the alternate manufacturing site  In 

addition, the applicant also submitted batch analysis data for all the primary registration 

and process performance qualification (PPQ) batches of both strengths (three batches per 

strength) manufactured at the alternate site. Comparative dissolution profile data for the 

300 mg and 600 mg strengths are presented in Table 1 and Table 2, respectively. The in 

vitro dissolution data were determined using the approved dissolution method. 

 

Table 1: Comparative dissolution profile data for gabapentin 300 mg  

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)
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REGULATORY BUSINESS PROCESS MANAGER LABELING REVIEW  

 

Office of Program and Regulatory Operations 

 

 

Application: NDA 022544/S-27 
 

Name of Drug: Gralise (gabapentin) Tablets, 300 mg and 600 mg. 
 

Applicant: Golf Acquiror LLC 
 

Submission and amendment receipt date: March 18, 2021 and April 5, 2021 

Material Reviewed: 

 

Material  Submit Date Receipt Date Compared to 

last approved 

labels/labeling 

Prescribing Information  March 18, 2021  March 18, 2021  Last Approved 
in S-026 dated 
April  2, 2020 

Carton Label March 18, 2021 March 18, 2021  Last Approved 
in S-012 dated 
March 27, 2013 

Blister Label March 18, 2021 March 18, 2021  Last Approved 
in S-024 dated 
March 6, 2017 

 

Background and Summary Description: 
 
This supplement submitted as a “Changes Being Effected in 30 days ”  provides for the 
addition of , as an alternate drug 
product manufacturing facility for Gralise (gabapentin) Tablets, 300 mg and 600 mg. 
 
 
CMC review is recommended for approval as of by Daneli López Pérez, Ph.D., and 
Gurpreet Gill-Sangha, Ph.D. 
 
 

Review 
 

This comparison was done by visually comparing the proposed to the last 
submitted or approved labeling on file. 
 
The following are the assessments for each change identified: 

(b) (4)
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Carton Labels: 

 

Last Approved:  
 

 
Proposed: 
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Comment:  

 Manufactured for Depomed Inc. was changed to Distributed by : Almatica 
Pharma LLC 

 Attention: Distribute required medication guide to each patient was changed to 
Pharmacist: Dispense the accompanying medication guide to each patient 

 The logo was changed from Depomed to Almatica and so was the NDC 

 The  format color change from orange- yellow to green-blue 
These changes are acceptable per CMC review. 

 

 

Blister: 

 

Last Approved: 
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Proposed:  
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Comment:  

 Manufactured for Depomed Inc. was changed to Distributed by : Almatica 
Pharma LLC 

 The contact information for the side effects has been update to Almatica Pharma 
1-877-447-7979 

 The logo was changed from Depomed to Almatica and so was the NDC 
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 The  format color change from orange- yellow to blue 
These changes are acceptable per CMC review. 

 

 

Prescribing Information: 
No new changes to the submitted PI. The last approved was in S-026 dated April  2, 
2020 
 
 

 

Enclosures: 

 

Caron and Container Label: 

\\CDSESUB1\evsprod\nda022544\0178\m1 

 
 
 
 

Recommendations 
 

The change to the content of labeling is acceptable. The supplement is recommended 
for approval. 
 
 
          
{See appended electronic signature page} 
 

Teicher Agosto, Pharm.D.     Date:  September  2021 
Regulatory Business Process Manager     
Office of Programs and Regulatory Operations 
Office of Pharmaceutical Quality 
 
 



Teicher
Agosto

Digitally signed by Teicher Agosto
Date: 9/16/2021 12:30:13PM
GUID: 525da15600038cc367b38199be1ab383




